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5) D Claim(s) is/are allowed. 
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DETAILED ACTION 

The amendment filed Juned 28, 2007 (hereinafter referred to as "the response") has been entered. 
Claims 1, 27, 37, and 39-43 have been amended. Claims 14-26, 29-31, and 38 have been cancelled. 

Accordingly, Claims 1-13, 27, 28, 32-37, and 39-43 remain pending in the instant application. 

The elected invention is drawn to a transgenic mouse comprising, integrated into its genome, a 
gene encoding human amyloid precursor protein and a gene encoding human a-synuclein. 

Claims 37 and 39 remain withdrawn from further consideration pursuant to 37 CFR 1 . 1 42(b), as 
being drawn to a nonelected invention. The election was made without traverse in the response filed May 
8, 2006. 

Accordingly, Claims 1-13, 27, 28, 32-36, and 40-43 are examined herein. 

The objection to Claim 23 under 37 CFR 1 .75(c) is withdrawn in view of the cancellation of the 

claim. 

The rejection of Claims 1-13 under 35 U.S.C. 1 12, first paragraph, for lack of enablement, is 
withdrawn in view of the amendment to Claim 1 . 

The rejection of Claim 24 under 35 U.S.C. 1 12, second paragraph, for indefiniteness, is 
withdrawn in view of the cancellation of the claim. 

With regard to the interview request, at page 8 of the response, Applicants are directed to MPEP 

408. 

Applicants' request for rejoinder between product and process claims, at page 9 of the response, 
is noted. Applicants allege that Group II encompasses withdrawn process claims which depend from or 
otherwise include all the limitations of the allowed product claims. Contrary to this assertion, however, 
the product claims are not currently allowable and therefore the process claims will not be rejoined at this 
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time. The withdrawn process claims depend from rejected claims. Until all claims to the elected product 
are found allowable, an otherwise proper restriction requirement between product claims and process 
claims may be maintained. 



Claim Objections 

Claim 1 2 is objected to under 37 CFR 1 .75(c), as being of improper dependent form for failing to 
further limit the subject matter of a previous claim. Applicant is required to cancel the claim(s), or amend 
the claim(s) to place the claim(s) in proper dependent form, or rewrite the claim(s) in independent form. 
Claim 12 is directed to the transgenic mouse of Claim 1, wherein proteins encoded by the first and second 
transgenic nucleotide sequences are overexpressed as compared to levels of equivalent proteins encoded 
by a non-transgenic mouse of the same strain. Since Claim 1 is directed to a mouse expressing two 
human proteins, the mouse of Claim 1 necessarily overexpresses the "proteins encoded by the first and 
second transgenic nucleotide sequences" as set forth in Claim 1 . There are no strains of non-transgenic 
mice that express human proteins. Therefore, expression of a single protein molecule encoded by the first 
and second transgenic nucleotide sequences already represents overexpression of the proteins. Claim 1 
already includes the limitation that "the first and second transgenic nucleotide sequences are expressed." 

Claim 28 is objected to under 37 CFR 1 .75(c), as being of improper dependent form for failing to 
further limit the subject matter of a previous claim. Applicant is required to cancel the claim(s), or amend 
the claim(s) to place the claim(s) in proper dependent form, or rewrite the claim(s) in independent form. 
Claim 28 is directed to the transgenic mouse of Claim 27, wherein proteins encoded by the first and 
second transgenic nucleotide sequences are overexpressed as compared to a non-transgenic mouse of the 
same strain. Since Claim 27 is directed to a mouse expressing two human proteins, the mouse of Claim 
27 necessarily overexpresses the "proteins encoded by the first and second transgenic nucleotide 
sequences" as set forth in Claim 27. There are no strains of non-transgenic mice that express human 
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proteins. Therefore, expression of a single protein molecule encoded by the first transgenic nucleotide 
sequence accompanied by expression of a single protein molecule encoded by the second transgenic 
nucleotide sequence already represents overexpression of the proteins. Claim 27 already includes the 
limitation that "the first and second transgenic nucleotide sequences are expressed." 

Double Patenting 

Claim 6 is objected to under 37 CFR 1 .75 as being a substantial duplicate of Claim 2. When two 
claims in an application are duplicates or else are so close in content that they both cover the same thing, 
despite a slight difference in wording, it is proper after allowing one claim to object to the other as being a 
substantial duplicate of the allowed claim. See MPEP § 706.03(k). 

Claim Rejections - 35 USC § 112 
The following is a quotation of the first paragraph of 35 LLS.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

New Matter 

Claims 41-43 are rejected under 35 U.S.C. 1 12, first paragraph, as failing to comply with the 
written description requirement. The claim(s) contains subject matter which was not described in the 
specification in such a way as to reasonably convey to one skilled in the relevant art that the inventors), 
at the time the application was filed, had possession of the claimed invention. 

The amended claims include new matter. 

Claim 41 is directed to an inbred transgenic mouse strain made by breeding transgenic mice made 
by the method of Claim 40. 
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Claim 42 is directed to an inbred transgenic mouse strain made by breeding transgenic mice made 
by propagating the transgenic mice of Claim 41. 

Claim 43 is directed to an inbred transgenic mouse strain made by breeding transgenic mice made 
by propagating the transgenic mice of Claim 1 , 

The claims are product-by-process claims. Claim 41 requires at least one breeding step, whereas 
Claims 42 and 43 each require at least 2 breeding steps. However, the specification does not contemplate 
making an inbred transgenic mouse strain by breeding transgenic mice made by the method of Claim 40. 
Likewise, the specification does not contemplate making an inbred transgenic mouse strain by breeding 
transgenic mice made by propagating the transgenic mice of Claim 41 . Likewise, the specification does 
not contemplate making an inbred transgenic mouse by breeding transgenic mice made by propagating 
the transgenic mice of Claim 1 . 

As noted at page 4 of the Office Action of 1/29/07, Claims 42 and 43 are directed to a very broad 
scope of combination transgenics because the claims do not specify a breeding partner, and therefore the 
mice of the invention may be bred to any other transgenic mouse to produce combination transgenics that 
are neither described nor enabled by the instant specification, for reasons of record. As currently 
amended, Claims 41-43 cover this broad scope of combination transgenics. 

At page 9 of the response, Applicants assert that support for mouse strains made from transgenic 
mice of this invention can be found in paragraph [0032] of U.S. Patent Application Publication No. 
2003005623 1 (the pre-grant publication of this application). However, paragraph [0032] only 
contemplates combining known strains of mice to develop bigenic strains that most closely mimic the 
disease state of interest. The cited section does not contemplate the particular multiple breeding steps as 
recited in the instant claims, nor does it contemplate making an inbred transgenic mouse by breeding 
transgenic mice made by the method of Claim 40. Clearly, the specification does not contemplate the 
product-by-process as now claimed. Thus, there is no support for the inbred transgenic mouse strains of 



Application/Control Number: 09/933,640 Page 6 

Art Unit: 1632 

the product-by-process claims. Given the product-by-process format of the claims, the claims cover 
inbred transgenic mice having any transgene whatsoever or any number of multiple transgenes. Since the 
breeding partners are not specified, the transgenic mouse of Claim 40, which has only a single allele of 
each of the genes recited in the claim, may be mated with any other transgenic mouse to produce any type 
of transgenic mouse, having one or any number of different transgenes. Such a mouse may or may not 
comprise one or both of the transgenes recited in Claim 40. Clearly, the specification does not 
contemplate the breeding processes recited in the claims and the multitude of inbred mouse strains that 
may be generated by such breeding. 

Since the as-filed specification does not contemplate the inbred transgenic mouse strains of the 
present product-by-process claims, nor the process used to make said strains, such a claim raises an issue 
of new matter. Claims directed to subject matter not disclosed in the originally filed specification cannot 
be introduced after the application filing date. Applicants have not pointed to appropriate support for the 
newly added claim limitations in the as- filed specification. 

Thus, the claims include new matter. 

Enablement 

Claims 27, 28, 32-36, and 40-43 stand rejected under 35 U.S.C. 1 12, first paragraph, for reasons 
of record set forth in the Office Actions of 8/2/06 and 1/29/07, and the Advisory Action of 6/14/07, 
because the specification, while being enabling for a transgenic mouse comprising: a first transgenic 
nucleotide sequence, integrated into the genome of said mouse, comprising a sequence encoding the wild- 
type human amyloid precursor protein, 751 amino acid isoform (hAPP751), operably linked to a neuron- 
specific promoter; and a second transgenic nucleotide sequence, integrated into the genome of said 
mouse, comprising a sequence encoding wild-type human a-synuclein operably linked to a neuron- 
specific promoter; wherein the first and second transgenic nucleotide sequences are expressed, and 
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wherein said transgenic mouse develops amyloidosis, neurofibrillary tangles, and intraneuronal 
accumulation of a-synuclein, 

does not reasonably provide enablement for the full scope of the claims. The specification does 
not enable any person skilled in the art to which it pertains, or with which it is most nearly connected, to 
make and use the invention commensurate in scope with these claims. 

Applicants are reminded that the above-indicated scope of enablement is not meant to suggest 
specific claim language and that proper support in the as-filed specification for any claim terminology 
introduced by amendment is always required. 

Claim 27 has been amended to remove the phenotype from the claim, thereby broadening the 
scope of the claim. Furthermore, Claim 27 continues to cover transgenic mice having any mutant form of 
human a-synuclein, when only mice having the wild-type transgene are enabled by the instant 
specification, for reasons of record. Such claims are broader than the indicated scope of enablement. No 
arguments are provided to address this broader scope. 

As noted in the Advisory Action of 6/14/07, Claim 40 covers mice having any phenotype 
whatsoever or no transgene-dependent phenotype at all. Thus, Claim 40 and its dependent claims are 
broader in scope than the scope of enablement. No arguments are provided to address this broader scope. 

As noted at page 4 of the Office Action of 1/29/07, Claims 42 and 43 are directed to a very broad 
scope of combination transgenics because the claims do not specify a breeding partner, and therefore the 
mice of the invention may be bred to any other transgenic mouse to produce combination transgenics that 
are neither described nor enabled by the instant specification, for reasons of record. As currently 
amended, Claims 41-43 cover this broad scope of combination transgenics. 

Therefore, the rejection is maintained. 
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The following claim would be allowable: 
27. A transgenic mouse comprising: 

a first transgenic nucleotide sequence, integrated into the genome of said mouse, 
comprising a sequence encoding the wild-type human amyloid precursor protein, 751 amino acid isoform 
(hAPP75 1), operably linked to a platelet-derived growth factor-(3 (PDGF-P) promoter operably linked to a 
simian virus 40 (SV40) intron; and 

a second transgenic nucleotide sequence, integrated into the genome of said mouse, 
comprising a sequence encoding the wild-type human (h) a-synuclein operably linked to a PDGF-p 
promoter operably linked to an SV40 intron; 

wherein the first and second transgenic nucleotide sequences are expressed, and as a 
result of expression of the hAPP751 and (h) a-synuclein, said transgenic mouse develops amyloidosis, 
neurofibrillary tangles, and intraneuronal accumulation of (h) a-synuclein. 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

Claims 1-13 and 32-36 are rejected under 35 U.S.C. 1 12, second paragraph, as being indefinite 
for failing to particularly point out and distinctly claim the subject matter which applicant regards as' the 
invention. 

Claims 1-13 are indefinite in their recitation of "a wild type human (h) a-synuclein" because use 
of the indefinite article "a" instead of the definite article "the" seems to indicate that there would be 
multiple forms of the wild-type human a-synuclein when there should be only one wild-type human a- 
synuclein. As noted at the bottom of page 2 of the Advisory Action of 6/14/07, Claim 1 should be 
amended to recite the definite article "the" rather than the indefinite article "a" before the two instances of 
"wild type." 
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Claim 7 is indefinite in its recitation of "said PDGF-(3 promoter" because the term lacks proper 
antecedent basis. Claim 6, from which Claim 7, depends recites that the "first promoter comprises a 
PDGF-(3 promoter." Thus, the phrase "said PDGF-p promoter" as set forth in Claim 7, clearly refers to 
the " first promoter" as set forth in Claim 6. However, Claim 7 further provides that said PDGF-P 
promoter is operably linked to the second transgenic nucleotide sequence. This conflicts with the 
limitations of Claim 1, from which Claim 7 ultimately depends, which require that the first promoter be 
operably linked to the first transgenic nucleotide sequence, not the second transgenic nucleotide sequence 
as set forth in Claim 7. Thus, the limitations of Claim 7 conflict with the limitations of Claim 1 and "said 
PDGF-P promoter" lacks proper antecedent basis. 

Claims 32-36 are indefinite in their recitation of "neurodegenerative disease" because the term 
lacks antecedent basis. 

Claim 36 is indefinite in its recitation of the parenthetical subject matter "(p<0.05)" and "(having 
only one of either the first or the second transgene)" because it is unclear if the material in parentheses is 
an actual claim limitation. See MPEP § 21 73.05(d). 

Claim Rejections ^ 35 USC § 102 
The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the basis 
for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or 
on sale in this country, more than one year prior to the date of application for patent in the United States. 

Claims 41-43 are rejected under 35 U.S.C. 102(b) as being anticipated by Boggio et al. (1998, J. 
Exp. Med. 188(3): 589-596). 

Claim 41 is directed to an inbred transgenic mouse strain made by breeding transgenic mice made 
by the method of Claim 40. Claim 42 is directed to an inbred transgenic mouse strain made by breeding 
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transgenic mice made by propagating the transgenic mice of Claim 41 . Claim 43 is directed to an inbred 
transgenic mouse strain made by breeding transgenic mice made by propagating the transgenic mice of 
Claim 1 . The claims are product-by-process claims. Product-by-process claims are not limited to the 
manipulations of the recited steps, only the structure implied by the steps. The patentability of a product 
does not depend on its method of production. See MPEP 21 13. Thus, the claims read on a wide variety 
of inbred transgenic mice having any transgene, as well as mice having any combination of any number 
of transgenes. 

Boggio et al. (1998) disclose BALB/c HER-2/m?w transgenic mice (abstract and page 590, 
column 1, paragraph 3). BALB/c is an inbred strain of mouse. The reference further discloses FVB mice 
carrying the HER-2/wew protooncogene (abstract and page 590, column 1, paragraph 3); As the reference 
discloses, FVB mice are an inbred mouse strain (page 590, column 1, paragraph 3). Since the claims do 
not specify any particular breeding partner, but instead only require "breeding transgenic mice made by 
the method of claim 40" or "breeding transgenic mice made by propagating the transgenic mice of claim 
4 1" or "breeding transgenic mice made by propagating the transgenic mice of claim 1 the breeding or 
propagating step may involve any other transgenic mouse in addition to the transgenic mouse made by the 
method of Claim 40. The mouse made by the method of Claim 40 would have one hAPP75 1 transgene 
and one human a-synuclein transgene and could be on any genetic background, including FVB, which is 
a common strain used for producing transgenics. On breeding such a mouse with an FVB HER-2/wew 
transgenic mouse one would obtain FVB progeny having the HER-2/wew transgene, but no hAPP75 1 
transgene and no human a-synuclein transgene (these are the mice disclosed in the reference and 
therefore the claim covers the mice of the reference), as well as wild-type mice, mice having all three 
transgenes, mice having any combination of two of the transgenes, and singly transgenic mice having any 
one of the three transgenes. Thus, the claims cover the FVB HER-2/neu mice disclosed in the reference, 
as these mice can be produced by the methods recited in the claims. 
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Thus, the claimed invention is disclosed in the prior art. 

Claims 41-43 are rejected under 35 U.S.C. 102(b) as being anticipated by Geng et al. (1998, 
PNAS95: 10055-10060). 

Claim 41 is directed to an inbred transgenic mouse strain made by breeding transgenic mice made 
by the method of Claim 40. Claim 42 is directed to an inbred transgenic mouse strain made by breeding 
transgenic mice made by propagating the transgenic mice of Claim 41 . Claim 43 is directed to an inbred 
transgenic mouse strain made by breeding transgenic mice made by propagating the transgenic mice of 
Claim 1 . The claims are product-by-process claims. Product-by-process claims are not limited to the 
manipulations of the recited steps, only the structure implied by the steps. The patentability of a product 
does not depend on its method of production. See MPEP 2113. Thus, the claims read on a wide variety 
of inbred transgenic mice having any transgene, as well as mice having any combination of any number 
of transgenes. 

Geng et al. (1998) disclose FVB GAD65 transgenic mice (abstract and page 10056, column 1, 
paragraph 1 ). FVB is an inbred strain of mouse. Since the claims do not specify any particular breeding 
partner, but instead only require "breeding transgenic mice made by the method of claim 40" or "breeding 
transgenic mice made by propagating the transgenic mice of claim 41" or "breeding transgenic mice made 
by propagating the transgenic mice of claim 1," the breeding or propagating step may involve any 
transgenic mouse in addition to the transgenic mouse made by the method of Claim 40. The mouse made 
by the method of Claim 40 would have one hAPP751 transgene and one human a-synuclein transgene 
and could be on any genetic background, including FVB, which is a common strain used for producing 
transgenics. On breeding such a mouse with an FVB GAD65 transgenic mouse one would obtain FVB 
progeny having the GAD65 transgene, but no hAPP751 transgene and no human a-synuclein transgene 
(these are the mice disclosed in the reference and therefore the claim covers the mice of the reference), as 
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well as wild-type mice, mice having all three transgenes, mice having any combination of two of the 
transgenes, and singly transgenic mice having any one of the three transgenes. Thus, the claims cover the 
FVB GAD65 mice disclosed in the reference, as these mice can be produced by the methods recited in the 
claims. s 

Thus, the claimed invention is disclosed in the prior art. 



Conclusion 

No claims are allowable. 

Claims 1-5, 8-11, and 1 3 would be allowable if amended to overcome the rejection under 35 
U.S.C. 1 12, second paragraph. Claim 1 should be amended to recite "the wild-type human (h) ot- 
synuclein" instead of "a wild-type human (h) a-synuclein." 

Patent applicants with problems or questions regarding electronic images that can be viewed in 
the Patent Application Information Retrieval system (PAIR) can now contact the USPTO's Patent 
Electronic Business Center (Patent EBC) for assistance. Representatives are available to answer your 
questions daily from 6 am to midnight (EST). The toll free number is (866) 21 7-9197. When calling 
please have your application serial or patent number, the type of document you are having an image 
problem with, the number of pages and the specific nature of the problem. The Patent Electronic 
Business Center will notify applicants of the resolution of the problem within 5-7 business days. 
Applicants can also check PAIR to confirm that the problem has been corrected. The USPTO's Patent 
Electronic Business Center is a complete service center supporting all patent business on the Internet. 
The USPTO's PAIR system provides Internet-based access to patent application status and history 
information. It also enables applicants to view the scanned images of their own application file folder(s) 
as well as general patent information available to the public. 

For all other customer support, please call the USPTO Call Center (UCC) at 800-786-9199. 



Application/Control Number: 09/933,640 
Art Unit: 1632 



Page 13 



Any inquiry concerning this communication or earlier communications from the examiner should 
be directed to Anne-Marie Falk whose telephone number is (571) 272-0728. The examiner can normally 
be reached Monday through Friday from 9:00 AM to 5:30 PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's supervisor, Peter 
Paras, can be reached on (571) 272-4517. The central official fax phone number for the organization 
where this application or proceeding is assigned is (571) 273-8300. 

Any inquiry of a general nature or relating to the status of this application or proceeding should 
be directed to (571) 272-0547. 

Anne-Marie Falk, Ph.D. 

/Anne-Marie Falk/ 

Primary Examiner, Art Unit 1632 



